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AB Disclosed herein are a, P, and y polymorphous forms of rifaximin, wherein the 
formation of the a, P, and y forms depends on the presence of water within the 
crystn . solvent, on the temperature at which the product is crystallized and 
the amount of water present into the product at the end of the drying phase. 
Processes for the production of a, p, and y polymorphs of rifaximin and their 
pharmaceutical compns. are also disclosed. Thus, raw rifaximin 89.2 g and Et 
ale. 170 mL were loaded at room temperature into a three-necked flask equipped 
with mechanic stirrer, thermometer and reflux condenser, then the suspension 
was heated at 57 ± 3**C until complete dissoln. of the solid. The temperature 
was brought to 50°C and then demineralized water 51.7 mL were added at this 
temperature during 3 0 min. After the end of the addition the temperature was 
brought to 30°C in one hour and the suspension was kept for 30 min at this 
temperature obtaining a plentiful crystallization The temperature of the 
suspension was brought to 40®C and kept at this value during 20 h under 
stirring and then further lowered to 0°C during 30 min after which the 
suspension was immediately filtered. The solid was washed with 240 mL of 
demineralized water and dried under vacuum at 65®C until constant weight 
obtaining rifaximin a 46.7 g with a water content equal to 2.5 %. 
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AB The possibility of applying near-IR reflectance spectroscopy (NIRS) to the 

qual. and quant, control of several antibiotics was investigated. Samples of 
amorphous sodium ampicillin, gentamycin sulfate, erythromycin ethylsuccinate, 
erythromycin stearate, amorphous miokamycin and rifaximin were analyzed. Some 
were analyzed as primary material, others half -processed (erythromycin 
ethylsuccinate in granules at different concns. of active ingredient) and 
others as the finished pharmaceutical product (rifaximin cream) . The results 
were both qual. and quant, satisfactory. The distinction between amorphous or 
crystalline sodium ampicillin and ampicillin trihydrate and between the 
different erythromycin ethyl succinate granules was interesting. It was 
confirmed that NIRS can be successfully applied to the quant, control of solid 
and fluid (e.g. rifaximin cream) antibiotics forms. 
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AB The polarity of rifamycin L-105 SV (I) [80621-81-4] and its oxidized S 
[80621-76-7] form and the contribution of this polarity in the 
pharmacokinetics of these drugs were investigated. NMR and x-ray crystallog. 
studies indicated that the pyridoimidazo ring is coplanar with the 
naphthoquinonic nucleus malcing the pyridoimidazo ring system aromatic with the 
2 N both charged. The pyrido-N is pos . charged and the other neg. charged. 
The contribution of charged forms to the resonance-structure of these compds. 
renders these agents with pharmacolcinetic properties that make them virtually 
nonabsorbable from the intestine and thus providing high antimicrobial 
activity in the digestive tract. 

IT 80621-81-4 

RL: PROC (Process) 

(absorption of, by intestine, structure in relation to) 

RN 80621-81-4 CAPLUS 

CN 2,7- (Epoxypentadeca [1,11,13] trienimino) benzof uro [4 , 5 -e] pyrido [1,2- 

a]benzimidazole-l, 15 {2H) -dione, 25- (acetyloxy) -5, 6,21, 23 -tetrahydroxy-27- 
methoxy-2, 4 , 11, 16 , 20, 22 , 24 , 26-octamethyl- , (2S,16Z,18E,20S,21S,22R,23R,24R 
,25S,26R,27S,28E) - (9CI) (CA INDEX NAME) 



Me Me 



=> d his; log y 

(FILE 'HOME' ENTERED AT 19:39:26 ON 15 SEP 2005) 

FILE 'REGISTRY' ENTERED AT 19:39:35 ON 15 SEP 2005 
LI IS RIFAXIMIN/CN 

FILE 'REGISTRY' ENTERED AT 19:40:29 ON 15 SEP 2005 
L2 IS 80621-81-4/RN 

SET NOTICE 1 DISPLAY 
SET NOTICE LOGIN DISPLAY 

FILE 'CAPLUS' ENTERED AT 19:41:10 ON 15 SEP 2005 

L3 125 S L2 

L4 125 S LI 

L5 3 S L4 AND (CRYSTAL? OR POLYMOR?) 



COST IN U.S. DOLLARS 
FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 



SINCE FILE 
ENTRY 
19.50 

SINCE FILE 
ENTRY 
-2.19 



TOTAL 
SESSION 
29.28 

TOTAL 
SESSION 
-2.19 



STN INTERNATIONAL LOGOFF AT 19:42:22 ON 15 SEP 2005 



